Introduction {#sec1_1}
============

Although acinar cells predominate in the normal pancreas, their malignant transformation is rare, representing 1--2% of malignant pancreatic tumors \[[@B1]\]. Although considered as a single tumor entity, acinar cell carcinomas (ACCs) vary in their morphological and clinicopathological characteristics \[[@B2]\]. ACCs are generally nonsymptomatic but dominated by abdominal pain, while jaundice is less frequent than in adenocarcinomas \[[@B3]\]. One of the forms -- lipase hypersecretion syndrome -- is characterized by fever, arthralgia, rash, nodular panniculitis (Weber-Christian syndrome), and hypereosinophilia \[[@B4]\]. Over 50% of cases are known to present hyperlipasemia \[[@B1]\]. Most radiological studies \[[@B3], [@B4], [@B5], [@B6], [@B7], [@B8]\] describe large lesions, often ovoid with sharp boundaries, rarely causing retrodilation of the bile duct and/or the pancreatic duct \[[@B8]\]. Magnetic resonance imaging scans of ACCs often show less dense intralesional areas that may correspond to hypovascularized neoplastic tissue or necrotic portions \[[@B3]\].

Here we report two cases of ACC that show certain clinical features of these tumors and discuss the therapeutic and prognostic aspects of the two cases.

Case Reports {#sec1_2}
============

A 65-year-old female patient with a history of breast neoplasia had an abdominopelvic CT scan for a urinary infection. Unexpectedly, a rounded and well-delimited pancreatic tumor was discovered on the CT scan (fig. [1](#F1){ref-type="fig"}). On endoscopic ultrasound (EUS), this homogeneous and hypoechoic lesion was separated from the liver and stomach by a hyperechoic border (fig. [2](#F2){ref-type="fig"}). We performed EUS fine needle aspiration (EUS-FNA) with a 19-gauge ProCore needle (ECHO-HD-19-C; Cook Medical). During the puncture, a hypoechoic cavity appeared inside the lesion (fig. [3](#F3){ref-type="fig"}). A vessel, seen by Doppler analysis, joined the cavity and the peripheral border of the mass, which disappeared at the end of the procedure. Histological examination revealed acinar proliferation with cylindrocubic patterns, eosinophilic cytoplasm, and a regular nucleus without mitosis. Immunohistochemically, the tumor cells were positive for cytokeratin AE1/AE3, epithelial membrane antigen, and BCL10 (fig. [4A](#F4){ref-type="fig"}), and negative for CK7 (fig. [4B](#F4){ref-type="fig"}), CK20, chromogranin, and synaptophysin, consistent with ACC. The patient complained of epigastric pain the day after EUS-FNA, and a CT showed necrotic lesions inside the tumor. The pain disappeared spontaneously. Treatment consisted of a distal splenopancreatectomy 2 weeks later.

Another patient, aged 75 years with no major history, was hospitalized for abdominal pain. A scan showed an 80-mm cephalic lesion in the pancreas composed of tissue and cysts, which was responsible for a retrodilation of the main pancreatic duct (fig. [5](#F5){ref-type="fig"}). There were two hepatic metastatic lesions, measuring 12 mm at segment VII and 23 mm at the junction of segments V and VIII. ACC was diagnosed upon EUS-FNA. Chemotherapeutic treatment consisting of gemcitabine (1,000 mg/m^2^) and oxaliplatin (130 mg/m^2^) every 2 weeks (GEMOX) was administered. Following 6 cycles of chemotherapy, the primary lesion on the pancreatic head had disappeared (fig. [6](#F6){ref-type="fig"}) and a decrease in size of the liver metastases was observed. Subsequent therapeutic management consisted of radiation therapy for the primary lesion and radiofrequency treatment for the two liver metastases. Six months later, the patient was asymptomatic with normal follow-up scans.

Discussion {#sec1_3}
==========

The two cases we report show characteristics of ACC of the pancreas. These tumors generally occur in the 50- to 70-year age group. ACCs are often discovered rather fortuitously during routine examination of abdominal complaints. Most scans of ACC lesions show hypovascularized neoplastic tissue and necrotic areas, as observed in the first case following EUS-FNA puncture \[[@B9]\].

At the pathological level, ACCs can be easily distinguished from ductal pancreatic adenocarcinomas \[[@B2], [@B10]\] as the cells express immunohistochemical markers that are implicated in acinar differentiation (trypsin, chymotrypsin, and BCL10). As in our first case, expression of BCL10 is involved in these tumors \[[@B11]\]. On the other hand, differentiation from neuroendocrine tumors or pancreatoblastomas is rather difficult, especially when genuine mixed forms exist \[[@B12], [@B13]\]. Molecular alterations in the APC/β-catenin pathway including APC-inactivating mutations and CTNNB1-activating mutations are very common \[[@B12], [@B13]\]. Furthermore, BRCA2 mutations are also associated with ACCs \[[@B14]\].

Surgery remains the best treatment for localized tumors, as illustrated in our first case. Few data are available regarding the chemosensitivity of metastatic tumors. Various chemotherapy protocols have been reported in several clinical cases, with objective responses described with FOLFOX protocols \[[@B15]\], FOLFIRINOX \[[@B16]\], LV5FU2/gemcitabine \[[@B17]\], weekly paclitaxel, or LV5FU2/cisplatin \[[@B18], [@B19]\]. To our knowledge, only one study reports, as a secondary observation, a spectacular response with the GEMOX regimen that enabled survival for 14 years \[[@B20]\]. One group of researchers reported the 8-year survival of a patient with metastatic ACC via the study of specific genomic and epigenetic alterations which led to personalized treatment with doxorubicin \[[@B21]\]. The prognosis of ACC of the pancreas appears better than that of ductal adenocarcinomas at all stages; 5-year survival was 17.2 versus 2.8% for ductal adenocarcinoma at the metastatic stage \[[@B22]\], and in locally advanced, unresectable cases, overall survival was 25 versus 3 months \[[@B23]\].

Pancreatic ACCs are rare tumors with clinical features and prognostics that appear unique to malignant tumors of the pancreas. Therapeutically, besides surgery for resectable tumors, the combination of oxaliplatin-based chemotherapy appears most effective for locally advanced or metastatic forms.
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![Abdominal CT. Pancreatic tumor mass compared to the celiac region.](crg-0010-0174-g01){#F1}

![EUS. Rounded lesion with clear borders (arrow).](crg-0010-0174-g02){#F2}

![Appearance of a hypoechoic cavity within the lesion during puncture using EUS (arrow).](crg-0010-0174-g03){#F3}

![**A** Positive staining with BCL10. ×200. **B** Negative staining with CK7. There is a cytoplasmic background without membrane staining. ×100.](crg-0010-0174-g04){#F4}

![Abdominal CT. Bulky tumor mass in the pancreatic head measuring 80.3 mm (long axis).](crg-0010-0174-g05){#F5}
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